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M%‘-\ DEPARTMENT OF HEALTH AND HUMAN SERVICES
L\ A

60 8th Street, N.E.
Atlanta, Georgia 30309

Donal J. Geaney
Chairman and CEO
Elan Corporation plc
Monksland, Athlone
County Westmeath
Ireland

Dear Mr. Geaney:

An inspection of your drug manufacturing facility located in Gainesville, Georgia, was conducted
between August 25 and September 17, 1997, by Investigator Robert L. Lewis, Chemist Penny
H. McCarver, and Chemist Daphne Santiago. Our investigator and chemists documented several
significant deviations from the Current Good Manufacturing Practice Regulations (GMPs) as set
forth in Title 21 of the Code of Federal Regulations (21 CFR), Part 211. These deviations cause
your drug product, Verelan, to be adulterated within the meaning of Section 501(a)(2)(B) of the
Federal Food, Drug and Cosmetic Act (the Act).

You have failed to appropriately investigate and respond to out of specification (OOS) analytical
results. Numerous inconsistencies were noted in the handling of data and the decisions made
in response to these OOS results. You have failed to maintain adequate documentation to
substantiate the invalidation of OOS results obtained during dissolution and assay testing of in
process and finished product. When investigations were conducted, explanations could not
always be substantiated or were incongruent. The assumptions made as to the reason for the
OOS results were speculative at best, based on the supporting documentation available. We are
concerned that your OOS investigation methodology and the conclusions made have concealed
true product quahtv problems. :

The dissolution checklist for lot 6L.331 (2 month test station) attributed failed dissolution results
to “air bubbles”, although the same checklist also states that no debris or air bubbles were seen
in the sample lines. Laboratory Investigation Report (LIR) 97-06-05 states "No problems were
noted"” followmz an initial investigation  of low dissolution results. The investigation conducted

io LLEALIU

later in response to another low value concluded that the filter was clogged. The second

conclusion was made by a different analyst. We were informed that your management had
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calibration failures of the ultraviolet (UV)/visible spectrophotometer
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Chronic probiems such as valve blockages, actuator
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your procedures. Instruments were not taken out of service, logbooks did not
faliing calibrations, certificates of calibrations were incomplete, there was no
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january 1996 as the cause of numerous OOS resuits due to frequent malfunctions.
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available for the installation qualification/operation qualification (IQ/OQ) for three of the
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You failed to properly validate the dissolution testing equipment.
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You had failed to show that the automated sampling probe filters used in the dissolution
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Dr. Ariene Ocampo

Elan Pharma, Inc.



